Day
Abnormal 2 Infants 37 pg/ml 3.4 Days Dead 2 Infants 117 pg/ml 2.5 Days 9 i n f a n t s had meningitis due t o non-K1 EC: none died and only 1 was abnormal; the EC LD50 values were 767 t o 390,000 organisms. 12 of 15 i n f a n t s with K 1 detected i n serum died or were abnormal and amount of K 1 i n serum was 1 3 t o 16-fold g r e a t e r i n these i n f a n t s than i n normal survivors. Capsular s i a l i c acid (Kl) content of EC and c l i n i c a l outcome were corr e l a t e d also.
These s t u d i e s demonstrate the significance of K 1 as a virulence f a c t o r f o r EC i n neonates with meningitis.
VARIABLES INFLUENCING THE I N VITRO SUSCEPTIBILITIES OF HERPES SIMPLEX VIRUSES T O ANTIVIRAL DRUGS. M.I.Marks.
McGill Univ.-Montreal Children's Hosp. Research I n s t . , Montreal, Quebec.
Variables of a m i c r o t i t e r t i s s u e c u l t u r e method f o r estimating a n t i v i r a l s u s c e p t i b i l i t y of herpes simplex v i r u s e s (HSV) were studied. Six drugs (5-iodo-Z'deoxyuridine, cytosine arabinoside, 9-B-arabinofuranosyladenine, isoprinosine, virazole and 2-deoxy-D-glucose), 3 t i s s u e c u l t u r e c e l l l i n e s (primary r a b b i t kidney, WI-38 and r a t b r a i n ) , 4 inocula (10, 100, 1000 and 2000 TCD50) and 11 HSV i s o l a t e s were studied. Minimum i n h i b i t o r y concentration (MIC) was defined a s complete i n h i b i t i o n of cytopathogenic e f f e c t a f t e r 72 hours of incubation. There was a d i r e c t r e l a t i o n s h i p between v i r a l inocula and MIC. There were a l s o differences between the three t i s s u e culture c e l l l i n e s and among the s t r a i n s of HSV; t h i s was independent of type. Cytosine arabinoside was the most a c t i v e drug with IUDR and ara-A next; no s i g n i f i c a n t cytotoxicity was encountered with these drugs. Isoprinosine, v i r a z o l e and 2-deoxy-D-glucose were not e f f e c t i v e against any of the 11 s t r a i n s of HSV t e s t e d i n t h i s i n v i t r o system; a comparison with previous s t u d i e s i n d i c a t e t h a t a c t i v i t y may be cell-dependent. These r e s u l t s emphasize the importance of c a r e f u l evaluation of i n v i t r o t e s t methods f o r s u s c e p t i b i l i t y t e s t i n g of --a n t i v i r a l agents against HSV. A rapidly communicable outbreak of pneumonia was documented v i r o l o g i c a l l y , serologically and c l i n i c a l l y i n 2 i s o l a t e d a r c t i c populations. I n addition t o the two s t r i c k e n communities, an additional one not apparently affected with c l i n i c a l i l l n e s s and a 4th, containing the major h o s p i t a l and a i r p o r t i n the eastern a r c t i c , was a l s o studied. 263 p a t i e n t s were studied serologically and 81 specimens were obtained f o r v i r u s i s o l a t i o n . C l i n i c a l records were kept (of the outbreak) i n each epidemic area and a d e t a i l e d questionnaire was completed f o r 140 children and t h e i r families.
Respiratory syncytial v i r u s was cultured from 8 ill children. A seroconversion r a t e of approximately 50% was seen i n both affected communities and i n the c l i n i c a l l y unaffected one. The epidemic i n the f i r s t 2 communities was characterized by severe pneumonia and frequent hospitali z a t i o n ; no cases of b r o n c h i o l i t i s were seen. No serol o g i c evidence of s i g n i f i c a n t influenza A and B , parainfluenzae 1, 2 and 3, adenovirus and herpes simplex v i r u s i n f e c t i o n s were found. Unusual f e a t u r e s of t h i s epidemic of RSV i n f e c t i o n include the high a t t a c k r a t e , severe morbidity, i l l n e s s manifest almost exclusively a s pneumonia r a t h e r than b r o n c h i o l i t i s and the differences between the expression of disease i n d i f f e r e n t communities. MUCOCUTANEOUS LYI,:PH NODE SYNDROME (I.!CLS) IN THE U.S . Marian E. Melish, Paquel 
days not responding t o a n t i b i o t i c s ; striking polymorphous exanthem, e i t h e r morhilliform, s c a r l a t i n i f o m or multiforme; warked erytheroa of palms and s o l e s w i t h severe indurative edema progressing t o desquamation of d i g i t s ; s t o r a t i t i s with f i s s u r i n g of l i p s , d i f f u s e n:ucosal erythema and strawberry tongue; c o n j u n c t i v i t i s ; and polymorphonuclear leukocytosis.
Eiqht patients had associated cervical lymphadenopathy, 4 acute u r e t h r i t i s , 3 a r t h r i t i s , 3 diarrhea and 2 a s e p t i c meningitis. One child died suddenly on' day 21 ; b i l a t e r a l coronary a r t e r y thrombosis, extensive myocardial i n f a r c t i o n , a o r t i t i s , localized a r t e r i t i s and meningeal inflammation were demonstrated. Viral and bacterial s t u d i e s of a l l p a t i e n t s were negative. Only 1 child developed AS0 titer e l e v a t i o n .
Children were<8 years. of both sexes and multiple races.
Patients with t h i s unusual multisystem disease have a pred i c t a b l e course and resemble each o t h e r more than they resemble any syndrome recognized i n the U.S. Their c l i n i c a l course i s indistinguishable from MCLS o r Kawasaki disease widely recopnized in Japan where>2200 cases have been seen. Mortality r a t e i s 1.3E from coronary a r t e r y thrombosis. Desni t e extensive investigation i n Japan the etiology is unknoiqn Recognition of these cases i n the U.S. demonstrates the need f o r wider awareness of t h i s s i g n i f i c a n t , d i s t i n c t i v e disease.
PRIMARY INFECTION WITH CYTOMEGALOVIRUS DURING PREGNANCY. Gee.
A. Nankervis, Mary L. Kumar and E l i Gold, Case Western Reserve University School of Medicine a t Cleveland Metropolitan General Hospital, Department of P e d i a t r i c s , Cleveland, Ohio Since t h e majority of postnatal cytomegalovirus (CMV) i nfections a r e unrecognized, the r i s k t o t h e f e t u s of primary CMV i n f e c t i o n a t various times during pregnancy has not been meticulously assessed. During a prospective study of over 3000 pregnant teenagers, 8 p a t i e n t s with primary C M V i n f e c t i o n defined as virologic as well as serologic conversion from negat i v e t o p o s i t i v e , were i d e n t i f i e d and followed. Asymptomatic primary i n f e c t i o n occurred during the 1 s t t r i m e s t e r i n one pat i e n t , during the 2nd trimester i n 4 p a t i e n t s , and during t h e 3rd t r i m e s t e r i n 3 p a t i e n t s . A l l 8 i n f a n t s were asymptomatic but 4 (50%) were congenitally i n f e c t e d ; a l l 3 neonates o f the 3rd t r i m e s t e r converters and one of the 4 i n f a n t s of t h e 2nd t r i m e s t e r converters. The s i n g l e 1 s t t r i m e s t e r converter delivered an uninfected i n f a n t a t t e r n despite cytomegaloviremia during the 1 s t and 2nd trimesters as well as consistent v i ru r i a and i n t e r m i t t e n t p o s i t i v e t h r o a t and cervical c u l t u r e s throughout h e r pregnancy. Placenta cultures of 6 converters r e s u l t e d i n one CMV i s o l a t e from an i n f e c t e d neonate born t o a 3rd t r i m e s t e r converter. Primary C M V i n f e c t i o n during pregnancy r e s u l t s i n an i n f e c t e d i n f a n t i n a s i g n i f i c a n t percentage of p a t i e n t s , p a r t i c u l a r l y i f the i n f e c t i o n occurs during the 3rd t r i m e s t e r . Nevertheless, primary C M V i n f e c t i o n can occur during any t r i m e s t e r without r e s u l t i n g i n an infant with any of the stigmata of cytomegalic inclusion disease a t b i r t h .
PATHOGENESIS OF AN ARBOVIRUS INFECTION I N FETAL, NEONATAL,
AND ADULT SHEEP. James C. Overall, J r . ( I n t r . by Lowell A.
Glasgow), Depts. of Ped., and Micro., Univ. of Utah Coll. Med., S a l t Lake City.
I n order t o compare the mechanisms of r e s i s t a n c e t o v i r a l i n f e c t i o n s present i n f e t a l , neonatal, and adult animals, we developed a model i n f e c t i o n i n sheep u t i l i z i n g Semliki Forest v i r u s (SFV), a grou A arbovirus. Following I V inoculation of a d u l t sheep with 1 0 V .~ t o 107.5 PFU of v i r u s , i n i t i a l v i r a l r e p l i c a t i o n as r e f l e c t e d i n the serum occurred by 12-16 h r s , with peak t i t e r s of 10'-104 PFU/ml present a t 16-24 h r s . Vims was completely cleared from the blood by 2 days a s antibody became detectable i n the serum. Neutralizing antibody t i t e r s reached l e v e l s of 1/2000-1/8000 by 6 t o 7 days. Serum i n t e rferon was apparent by 16-24 h r s , reached peak l e v e l s of 60 t o 600 units/ml, and disappeared by 2 days. Although t h e p a t t e r n of S N pathogenesis following I V inoculation was s i m i l a r i n both f e t a l and neonatal lambs t o t h a t i n a d u l t sheep, v i r u s t i t e r s i n t h e serum reached higher l e v e l s (103-105 PFUlml) and l a s t e d longer. Antibody did not become detectable u n t i l 5 days and t i t e r s were generally lower (1/100-11600) than i n t h e adult. I n t e r f e r o n l e v e l s , however, were higher (2000-6000 units/ml) i n p a r a l l e l with t h e higher v i r u s t i t e r s . The r e s u l t s indicated t h a t i n t h e f e t a l and neonatal animals: 1 ) v i r u s r e p l i c a t i o n , a s r e f l e c t e d i n the serum, occurred t o a greater degree, 2) the higher i n t e r f e r o n l e v e l s appeared t o r e f l e c t t h e amount of v i r u s r e p l i c a t i o n , and 3) antibody appeared l a t e r i n the serum and reached lower l e v e l s .
